FIGURE 1. (A)
Patient matched hematoxylin stained biopsies of follicular (FL) and diffuse large B cell lymphoma (DLBCL). The molecular mechanisms governing histological transformation of low-grade FL to highgrade DLBCL are largely unknown. Initial validation of a cDNA subtraction methodology on cell lines and its subsequent application on patient matched biopsies of FL and DLBCL identified three novel genes with a B cell malignancy associated expression: HERV-H/F (B cell leukaemia), ILDR1, and CSPP1 (DLBCL). (B) Expression of CSPP1 has been shown, independently of our findings, to be associated with poor prognosis in DLBCL. Kaplan-Meier estimates of overall survival of patients with de novo DLBCL with below-(green) and abovemedian (purple) mRNA expression levels of CSPP1 (Unigene cluster Hs.370147, data from Ref. 6. Twentyseven out of 240 patients were excluded due to missing values. Inclusion of these 27 patients in the belowmedian expression group further increased the significance to p = 0.025 (data not shown). 
Comment by Stephen Doxsey
The thesis consists of an introduction giving an overview of B cell malignancies, in particular B-cell lymphomas, as well as general discussion of the main methods applied and published in the four included articles. The work is part of a larger effort of the laboratory where it has taken place to molecularly characterize different stages of B cell lymphomas as well as to develop tools enabling this characterization. The work is centered around the characterization of certain genes originally identified by the technique of cDNA representational difference analysis, which has been used in attempts to identify novel genes expressed in particular cell types. The introduction and general discussion, including a more specific discussion of the methods applied, is generally well written and serves its purpose of putting the published work into perspective. In total, three novel genes with a potential role in B cell malignancies have been identified: HERV-H/F in leukemia; ILDR1 and CSPP1 in lymphoma. The articles represent the initial characterization of these genes and its gene products. Particular efforts have been made in the functional characterization of two isoforms encoded by the centrosome/spindle pole associated protein 1 gene (CSPP1 gene) suggesting their involvement in the control of cell cycle progression at the G1/S phase transition and microtubule organization in mitosis. The correlation between CSPP1 mRNA overexpression and poor prognosis in a larger set of de novo DLBCLs in conjunction with the mitotic defects observed upon overexpression in vitro, suggests CSPP to be added to the list of centrosomal proteins involved in cell cycle control and cancer development/progression.
